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Results (cont.)

e The acceptance of ITCs was categorized as unclear in all but one of the 25
comparisons (96%) (Figure 3).

Introduction

* The European Regulation 2021/2282! on Health Technology Assessment
(HTA) will be applied as of January 12, 2025, mandating the evaluation of

Results (cont.)
Figure 4: Overview of ITC limitations
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Abbreviations: ALK, anaplastic lymphoma kinase; ATMP, advanced therapy medicinal product; comp, comparator; NR, not reported; REA, caution

e Supporting JCA assessors and national HTAs in the
evaluation and interpretation of ITCs to enable decision-
making

Conclusions

The EUnetHTA REA review confirms that multiple analyses
@ and ITCs were necessary to address multiple PICOs, which
considerably increased evidentiary requirements.

Although more than half (52%; 12/23) of all submitted

@ REAs required ITCs to generate comparative evidence, the
ITC data and/or methods were deemed appropriate by the
EUnetHTA assessors in only one (4%) of the submitted ITCs,
despite HTD rationale.
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e Other (4): Limitations not specified; submission considered incomplete

Adapted from Macabeo et al., 20243
Abbreviations: EUnetHTA, European Network for Health Technology Assessment ; ITC, indirect treatment comparison

Results

e EUnetHTA conducted 23 REAs of pharmaceutical products between 2006
and 2021; nine were in oncology indications, and 14 were in non-oncology
indications.

— Twelve REAs (52%) included at least one ITC (Table 1), with a median of
four comparators per REA (range 1-18), with a total of 64 comparisons
across all REAs.

— Direct evidence covered 17% (11/64) of the required comparisons, while
39% (25/64) relied on indirect evidence. Neither direct nor indirect
comparisons were feasible in 44% (28/64) of the REAs (Figure 2).

— Eight Bucher ITCs, seven population-adjusted indirect comparisons (PAIC),
and seven network meta-analyses (NMA; for 15 comparators) were used.

* Five treatment comparisons were informed by two ITC methods.

Figure 2: Summary of ITC evidence in EUnetHTA REAs
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8 Bucher ITCs 7 PAICs (including MAIC,

7 NMAs for 15
STC and PSW) comparators

*Five comparators were informed by two ITC methods. For PITA0S8, three ITC methods were submitted, but only two methods were
considered in the assessment by the EUnetHTA reviewers.

Abbreviations: ITC, indirect treatment comparison; MAIC, matching-adjusted indirect comparison; NMA, network meta-analysis; PAIC,
population-adjusted indirect comparison; PICO, population, intervention, comparators, and outcomes; PSW, propensity score weighting;
REA, relative effectiveness assessment; STC, simulated treatment comparison
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Abbreviations: MAH, marketing authorization holder; MAIC, matching-adjusted indirect comparison; NMA, network meta-analysis; PAIC, Dual therapy: pioglitazone
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e EUnetHTA critiqued the ITCs in most REAs due to the limitations related to the Dual therapy: GLP-1 + ] ] ) > Method

: : : L ) tformi i
method and/or the underlying data, leading to inconclusive findings on relative Not *  canaglifiozin o v 2b-Unclear-No
. . . reported Dual therapy: dapagliflozin firm conclusions
effectiveness in several cases (Figure 4 and Table 2). « metformin - - - 2. Method
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e References to EUnetHTA REAs were limited in national HTAs. Fourteen national
. . . . 1a, 1b. Data
HTAs mentioned 12 REAs of interest to 1) highlight that EUnetHTA had assessed BSC s ) ) ) ]f’_b- U“C'efrj'\'o 2> Method
. . . . Irm conclusions .
the drugs, 2) indicate alignment on comparators, or 3) support observations 3. Uncertainty
with results and conclusions.

In population-adjusted methods, criticism of effect modifiers and prognostic
variables selection also accounted for some limitations (1e).

*The NMA was not considered/commented upon by the EUnetHTA reviewers as the results were identical to the Bucher ITC [PJTAO0S].
Abbreviations: BSC, best supportive care; GLP, glucagon-like peptide; ITC, indirect treatment comparison; MAIC, matching-adjusted indirect
comparison; NMA, network meta-analysis; PAIC, population-adjusted indirect comparison; PICO, population, intervention, comparators,
and outcomes; PSW, propensity score weighting; SGLT2, sodium-glucose transport protein 2 inhibitor; SU, sulfonylurea; STC, simulated trial
comparison

— The impact of the REAs on the HTA or national decision-making was unclear.
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